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II 

s- 

II 

o 



H D 



( l-b' ) 



— JR^C (V-b) T*$*i5-ffr£'&fc::|8VvT\ i i i) R 1 1 P ^T^ K3£-Cfc3 
10 ££\ tiETS?K2££:3ft7uL*:&, S gtf £ —JK5fc (VI) 



R 1a 'P 



O 
II 

s 



CI 



(VI) 
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( V-b" ) 



15 D*«K a, b, c % d^R 11 ' p f±t&IB©Sl**^ri-5] -C^^tbS-fb^^ U 

mm^ (v-b' ' ) o§iMi*ts r i ia 5, — isss (i- 
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*wmm-z. —hbliZ (i) x-m£tizik-&m<D5ib, tt<DE#v&: (eh>) 



N N 




N 



N 






(E1b) 



20 



00 



5 — jks: ( i - b ) „ ( i - b ' ) xtt ( I - b ' ' ) -em&tiZ>4k&Vo<DWm&;X- 



m 

p 2 x-^$tL5-r ^/&<D^m&t b-rfi.|ffi5M5t}fei (cis^o-y $ y^^ii 
— jte* (vi i) •v&ztizfc&mt—iB&z (viii) -e&t£tiz4k&ysk<p 

15 RJC&ttx iiflfs -ffr£#> (VII) ©l^H^UT, -fb^ (VI I I) 
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* 



10 . »7t, ai#<z>*Q.aSrfTV\ — J&5£ (v-b) X*m&tiZ>fc&Vo<Dl®.£.]fcW 

i) — IKA (V-b) T*&£tlZ>ik<&mzi5\/*X* R llp ^ (bbl) 

15 ^Mo^^^iSSia^^^xff 5iiluJ;9, — jesc ( i - b ) <o{e& 

ft«s©i»*s m^s^tt, a&iBSBtSs i fcmmvtcjfmzm cxn $^t&x 

#5o 



20 



i i) — JRs£ (V-b) T^^^^-fb^JcljoVNT. R llp ^r^y^U< fct 



ioJ:5^bT#bHfc— (v-b' ) -c*£;h,5<fb-£4fo 

*^*?*Tff 5 CI t K X V — USE* (I-b' ) CD|b^«bSr»i3t-rsr b&X~£Z a 
i i i) — JKSS (V-b) xm£)nZfc£-m££i\<^X, R 1 1 "^Jv? K3£"Cfc<5 
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(V-b' ' ) ^^ttS-fb^^rilBiOw^^^lc^a-rsr^^j: 9 — ft 
5 5* (i-b* ' ) o-fk^SrSlatt- *Ci:#T?t5o 

^li©^*, «*aa4stii % mmm&m i f-is«c ufc^^^ c-c^r 5 ^ £ ^t*# 

10 R 12 P-E— CN (IX) 

K«f» % R 12p «#C5£ (b b 2) 

O 

R 1 P — s (bt>2) 



20 S (Elb-1) 



«5Xte-t — «6* (III) 
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«rK&£-£\ (V) 




(V) 



--X% i ) R 12p #5£ (b b 2) T*^$tLaST-feSi#. FfM{Cj: DR 

\\&m (v) ©^iM^itsrtia?), — 1£5£ (i) 




— «S: (v) -e^^^5^^(c*5VNT, i o R 12p ^7$yif t<iw? 

mt&mt— m& (vi) 

o 

II 

R 1ap g_ c , (V|) 
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— jRS: (v) T^^s-ffc-a^ic&i^-c. i i i) R 12p asT$? K2£t?*>5 £# s 

^T^RS^ilTGbfc^ mmk&to k (VI) 



R 1a'p, 
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ci 



(VI) 



R12'P 
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H a 



(V") 



ffiMfckVmkG-yo (V ' ) O^SSr^-TSr — 4X3; (I - b' ' ) 




-co 



( l-b" ) 



H 



— (ix) $ *t 5 Ve&m t (iii) -e^$ns^#ii;©SiS 

14 x MS, flS#4ft (IX) ©l^Hl^Lt, (I I I) S:0. 5 

Mxif^^^> ^r->l/^ N ^{k^f >nn*/^ s ^^-^ 
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&V^b2 0 0°CX~frZ> 



BU&ftmt, 3 0 #Wftl^ b 7 0 £f £ b < fcfc 3 B^MftVN b 3 0 



5 



siM^tofffltatit a*, —ass*; (ix) T-^^tLS^^j i-^/i- 

fc^f bT, 1 0 ^/v%ftv> b 2 0 0 ^e/v%, b < 2 o ^-/i^/o&v^ Lioo^ 

io /w%-efo5 0 

£bv\, 
15 15 o'C-efc^o 

bowihiw:. iiSx i ^mj&v> b 7 0 m-is. b < w: i 2 b#iw*v* i, 3 0 is-c*> 



i) — $£5£ (V) ^^a-LSte^JC^-C, R 12p ^^; (bb2) 
25 i i) — JR^C (V) T^^tL5jb-^%{C*5V^X. R 12p ^75 / I^t< $ 
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i i i) — jKsfc (V) T^^HS-fl^^^T, R 12p /5*Tv> KlT'fcS 



tLZik&mcDU&j&yd&m^z ^ t&x%z> 0 r.o<t5^uT#btbfc— jksckv ') 

10 -C^$^5-fb^»«rJblB i i ) <a$^'fc|lM*K:*Q.ai-3 r £ lc J: 0 — I - b ") 

^^S<z>B&5fe, tfriBM^tfei ^lB^bfc*-fe^CTfi 1 5 £ b&x~% 



15 — JKS* (I), (I'). ( I - a ) , ( I — a ' ) , ( I — a ' ' ) , ( I - 

b) , d-b* ) xr± d-b' • ) x-mztizik&m-i, mn<D#m=£mm. 



25 



20 tzLmK&frbMMfc&m^cDm&higmz&^xft? ^ t z> 0 



(ii), (iii). (vi) , (vii), (viii) xfe ( i x) 
— 1£5£ (iii), (viii), xfc (ix) xm£tiz>4k&&)<D r^j 




WO 2005/080348 



PCT/JP2005/002670 



15 



50 



5 #-r^> N, N' -^V^ai^U^-^T^^^^-^T^ V^^^jf £, 



io ^a-M 



< >-t? /Vfr p — h J: /PtJn >-j 



[WO 9.6/1 



6 5 4 2^Sat#fiR] Sr. 3&^<** — p cDNA3, pRc/RSV (^VfcT 

bn^xyttS) 25.t7 P CI-neo (7n^«) R:* o—^^Ufc. #b 

Hfc^m^ ^-^*^tyttfi§IS [7°n -7vr • ^-^ • if • ^-^3 -7- 

20 7^ (Proceedings of the national acad 
emy of sciences of the united states o 
f Am erica), 8 4t, 74 1 31 (1 9 8 7^) ^M^X^^M 

jiacos-7 N cho&^lm (tk— ) (7^ • / • ^7/^ t~ • =i 

25 npy y 5 gmft&mm. z ttmj&t>> hmm ^mmsh *mkte&mm* 2 0 , 

OOOcpm© [ 125 I] *<Zf?4 KYY (NENftM) ££^5-, 7yt^g» 
i(10mM Sftv^>'r?A v ImM 7i=/l'> ^7/^=^7/^!) h\ 
0. 1 %^i> h7 ->^S:T^0 . 5%«7 v-jk^T/l^y^ ^Sr^tf 2 5 mM Tris 



at. pH 7. 4) $>X2 5^ 2 
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— GF/C^TailLfCo 0. 3%BSA^tf5mM T r i s ^ffiW, p 
H7. 4lZLX$£i&&. if? *7 4 A>?—±<Dnkm&&&lt>1t 0 ^#I«)^f± 1 

^»©5 0%a*i| (IC 50 f) Sr^fefc |»- y / nv?- (En d o c r 
inology), 13lt, 209 OH (19 9'2^) #fi£) o 1 



1 





IC 50 (nil) 




0. 67 


#E660»|4 


1.4 




1.2 




1.6 


H2fe0!l 1 7 


1.5 


^Mtfil 2 2 


1. 7 



±!E<7> t & 9 ,*%?g©j^#lttNP Y Y5StW^t5^^-f KYY (N 

jg^j2(D-Tr p^NPY^^^H^^tL^a^fe^jPj-r^Mfet^) 
%. 1/ ' ^f^7^^iT (7 4MHmg/kgIM[iI^) . 
SD7f h (7-831f^ 2 0O-3O0g) ©I 3 It «^t@SWt-f 
K^7 — a- — (2 6t s -^ S£l 1mm) £}fA, l^^lS^I-So 

8mmi-r-5 0 ^]l®P^(D|Him^PBl(D^ s D-Trp 34 NPY(N 
PY<t[U;^SC. l/tg/0. 4(iL/head, 0. 0 5 % [7 \^is^T JVzf * 1/ 
^ttfAHf«i^$) ^m3F^F^(^-^i-5 0 W»D-Trp 34 
NP Y^^2B#P^Sfj{-0. 5%^5vvi?/l-t3— ^tK^^^?^ bT^PS# U N 
D - T r p 3 4 N P Y&## 2 B#P^}5!Si£&!l^i-;5 0 

-tttLfcSDlltt7^b (7-101^ 200-400g) f£|»fb-^ 

W^|1)r0 0ML%Sjit5 o «?r^^gf (4^C. 6 0 0 0(h1^, 10^ 
BSD LTifoJt£#5 0 ifojg^ 3 fg*<D^ y — (ftMMjgSratfO ^^P. 
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:#U -2 0t)i'T2 0^Wtfct, T&'b&M (4"C, 10, OOOHHg, 

10#M) -|-§ 0 li^LC/MS/MSttMU *B*hft*»feH: J: 
5 SD3R*tt?yh (7-1 Oillft, 2 0 0-4 0 0 g) KittSfcffc-^ifeSrfePXW: 

mL&*m^5 0 - 1 0 0 # L©JK^liift«:#&&Lfc:gK F^^rMWi-^o JftLttttft 
10 %tM<MM (4°C, 60 0 0*, 1 O^W) \^Xmtzshm^-3mm<D^.^ 



^/i^Sr- 2 0°C(CT 2 0£f B E 



LfcgU 3frC>#SI (4°C, 1 2, 0 0 0 g N 1 
15 0#RI) U ±M£LC/MS/MS{c:T##T U *B*rtft*j»&tcJ: «? jfoJtFK B 



5 oihtt'CPF:^ »£> 



20 ^wifats^A, 08*.«8m&£, 5oi, ^fm. 



o^at^.S^ ?B-fb«3R!jlA, sfc 



; Jffi 



; SMf^Jfcfil ; TjV^—jV^U^ ttW*flfffiiH» (metabolic s 
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yndrome; syndrome X) ; TA'V^-i -?—%ft ; ^fiE^C ; fefrJiJjE 

(chd) ; m^^m, mmm^mm, m^^<omnm^mm m. 

* 

m 

25 t Kp^p n^r* h y ^tfS^Stf btL5. 
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* 

-)8tgPg4?)i^, iAlBfefc!), 0. 01~100mg/k 
g, £P^L<teO. 0 3~lmg/kg^l~||lWT, *fc#^P^-^(D» 
^tt, 0. 001~10mg/kg, SIKliO. 0 0 1~0. lmg/kg, 
15 <£9£?:£L< fiO. 0 1~0. lmg/k g^l~^[|El(C^^-CS:-^-#-5(^^f^ 

itb e>oiK3Wr±, ^BW^b^sr^aiffJ i . o ~ i o o 0* l < « 1 . 

20 o~6 0ii%ofJ^Mt5^i^t^5 o rhboS^Jii £fc ?£^Jb* 

<5o 
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^»?F^K:J:4-f ^##ttJtS* (ID DM) T\ 2 Site. i£jfiL*fe£&mi- 

5 y ^##t£*tm*Pf (N I D DM) Xtb 9 < iSS^r ^ y Ofnifctf 1 © 

Lfrjosk, 2i©»K3pis, i-Jtefct>firt, Arms 

#I4*S^3» (NIDDM) JS^g-fciis^-C. Mt'ftfM' ^ y ^Ste, 
<5 0 

vereux, R. B. , Circulation, 101:2271—2276 
(2 0 0 0) ) „ ^^^E^<D^D#^^|E5^fi#ttW^JkHJb#feSV^fi^JfiL^* 
25 (DmMKmm-f5>h<DX&Z> 0 ZE>L^m± dVH) li£'C,^ft©*i^?:^tf£ 

%mmz£<>X&>bmtt&7iEm'3tfhfrX^^Z> (lJ-?W^b, The Fra 
mingham Study, Circulation, 75 ( 1 P t 2 ) :26 
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- 3 3 (1 9 8 7) ) . 

U&£thX\<^Z> 0 

±mzM-t zfemtz. fe^tcof tw^-^sr i ^T-t § c*fy. j. k?>, 

Am erican Journal of Geriatric Cardiol 
10 ogy, 6 : 3 8-4 9 (1 9 9 7) ) „ 

j i/* v >ii&^^^-f-^2mmmmK^X'iimni,x^^^< <Dm^x^m 

&i*X (syndrome X). JLte&tfMmi£&@m t # $ ttS f^«t^ 
£e^S¥ (metabolic syndrome) (CljStTi - ?)^!^^^ t>lft $ ttT 

15 iftjfiijE, y ^fettt^OTsijfii^^ibs-r?) (b j o r n 

stop, P. , Current Topics in Diabetes Re 
search, eds. Bel fore, F. , Bergman. R. N. , an 
d Molinath. G. M. , Front Diabetes, Basel, 
Karger, 12:182-192 (1 9 9 3)). Sfc, ftW^f&EE49eS¥ttrt 

^#J^^CXV^-5i:#^btu5 (R e q u e n , G. M. , e t a 1 . , N. E 
ng. J. Med. 334. 374:381 (1996) ;Despres, J — 
25 P. , et a 1 . , N. Engl. J.Med. 334:952 — 957 (19 
96) ;Wajchenberg, B. L. , et a 1 . , Diabetes/ 
Metabolism Rev. 10:19 — 29 (1994)). i^M^^W.^ 
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* 

jG3=-$Hr£H"Cl^5 (Marcus, R. et a 1 . Circulation, 
90:928 — 936 (1994)) ;Lind, L. et a 1 . , J Hyp 
ertens. 13:433 — 38 (1995) ;Paolisso,G et a 
1 . , Am J Hypertens., 10 : 1250-1256 (1 9 9 7)), 

25 fjyy^tv (#IjU^ 5 — 4-v^;/) £L 

/i^^vy^AJf SfffiH&fb U-ir^^— (P PAR) 7 — W#4 Zf<DjfeW}MXlb 9 , 
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^tl-f^k&ibZ. PPARrWt'fe57^f^7 (Avandia) (nr 
S/^y^y'V (ros igl i tazone) <D^r W V||±£) C9ft5fi60^-</^ 

M-r5W#£4££;^L-CV^o P P AR y ftmm^Z. Lfc>frJ!e*te:|£ 

2 mm^m <d mmjjfeo) ^ ^ « v mm^ agrafe £ s ^mn^-a ^ ^ 

* 

Xy^/ls^stV^Xfr^^XMfcte'zti&M&^&o (B. S t a e 1 s e 
25 t a 1 . , J. Biol. Chem. 270 (27), 15958 (1995) ; 
F.Lonnquist et a 1., Nature Medicine 1(9), 

950 (1995) ) 0 &m&&&x$wm/<7i'**i&M^%ft^\s^j\'(Dmm\z. 
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w h friz z ntio jEiM©^g t mk^. b-cxf±MS tt# < (Dfemmm 
m skit, ft-r ^yv^^y ^g£vi4> j^icf^f&ms. i«ajfiLSi> ^1*1®^ 

^FIKttf (Kope lman, P. G. , Nature 404, 635 — 6 

43 (2000) ) o mmi^ti^mmnmRxmm^mm, mx.t£. ^m^, m 
^xyi/ikm, & hv?v±y vjkm%.xf&&mv if^^^w. (hdd ©<st 

15 &ZJM^£i£fiy 7$?^;<?W (VLDL) (D_h#^D#ftttf^^S¥ (3e#S£X) 
^MjSttcDfeS^^S (VLDL) i^^ftlgM^^LTV^ (Montag 
u e e t a 1 . , Diabetes, 2 000, 49:883 — 888) „ 

20 «Jfe§^^fe^Si b*l&„ M© 5 — 10 %oM<^,mj#^fT 5rt(Cj;!3 

«^(Z)^^^:fflV^btLS^4^M«^r LT^/HJ s> h (Davidson, 
M. H. et al. (1999) J AMA 281 : 235-42) , 7 s ? 
25 ^7^7 ^ (Guy Grand, B. et al. (1989) Lancet 
2 : 114 2-5) . v-^ $ ^ (B r a y , G. A. e t al. (1999) 
Obes. Res. & : 189 — 98) RTf7 rci/TVl^ ^ (D o u g 1 a s , A. 
et al. (1 9 8 3) Int. J. Obes. 7:591-5) &&Vf f>*L-5 0 
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10 &tf/XteTO^bT#^IBT-fc<5 0 

♦ 

BERTIE <D mmi&® h fix l ^ - #ct£i*i jfaJBE Sr-S-tf . — ^ttSikJEE <E>MB ttflBttS 
25 "itSifiLflE" «M»i&LH^:t> , fe?i«iB.ff*^-b#bfci«jkJE(D^ x XTmSBSllfo. 
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^®a n b, cme) Rxf/jtfev tf*>'s<?w (Mz-mgn&sktpizmmz 

^ZmmBLTfTtfVtfP^^fKfribftm&tlZ. f^lfLDL, VLDLMI 
B^L&nmM. LDLMVLDL3^7n-/Ht;/3iftM)^!Jt7^ KA 

^i¥x t vxh&t>ti,x\<^z>mm "rtmm^m.mm" iwhird r e P o 

rt of the' National Cholesterol Educat 
ion Program Expert Panel on Detection, 
Evaluation and Treatment of High Bloo 
10 d Cholesterol in Adults (DtpXfe^£tLX\<^Z> (AT P 
— Ill) (E.S.Ford et a 1 . , J AMA, vol. 287 (3), 
Jan. 16, 2002, pp356-359)„ 00 F^SM, jfc h V 7 

15 V^ 0 ;ixb©SiftATP-I I I {Z-femZfoX^&o 

^"C^V^^T/CV^ "feL^E*" (LVH) fife'C^Sf**^ (LVMI = 
feL^ST* (g) (m 2 ) T'l^bfdit) XtWl^Wlgff* (RWt = 2 

Eo©I^^f5 0 H-o©Mttfe£^M:3f 14 4 atMSSfrSff^d* 0 . 5 
20 2<Dm^0mmt Ltilftn^^ttLVH, feL^M:*^** 1 3 6 

*frS953«5SO. 3 8cD#-g-^AM^!Jt UTilf feixSaifttL VHXIFL VM I ^ 
9 3 % *B*t-Bj&J¥*# o . 3 8 ©^SriySW^i: LT^tffeHS^^tfefe 
'L>^^^*-r-5o H^LVMI ©AlW^tfi4 8 5 2&U^^fcRWTG)jfeM#| 

J&t»:ffifij|& 0 . 3 6-e&5 0 as^^CH4fe'M (LV) Sr^po*#o?^jk«P^^A 
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5 M^#SO-^T^LTfi-#$tL^>##:K*mm (BMI) (k g/m 2 ) l:I<3 
V^-CV^5„ gkHUCfc^-Cte. fiE^SE i:liBMI^3 0 k g /m 2 .£A_b<D^fr#XteB 
MI #2 7 k g/m 2 £UhfiD4>ft< £ ^—^(D^m^^-^(Omm^M<D^ h £r 
f 5„ SGi^t^Sfe^ttOfc^filiBM Ii52 5k g/m 2 £Lh3 0 k g/m 2 

XiiBMI^2 5 k g/m 2 £Lb2 7 k g /m 2 *?jgtf>4>& < £ t> — 

15 ~b&m?o T^TsfgfC&V^ jM2£i-#5fe8£tt^&5#<Hi2 3 k g/m 2 
.gJUb, 2 5 k g/m 2 5|c«coBMI §r^ri~5#^r i:§rW5o 

i 

nest it j; o xm^-r z> frxi-zmffifcM*M ufc^Gf^Bte. Kmm^faz ^ 



t - 
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^©^fEro^wflcfifcttsttu-r^u^* f&©W<£y&Pil 

i5 mm & Mi- § ffr icf&sse a* h *& £ rf jKffi£H&0i& ©fsiatf/^im^ 
20 ft h y ^y ± v FMm&xtmftfc&mi? tbtiz>&, ^ti^izmm^ti^\ 
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SB5Bi&D IMS." &mK3-f 057, ^tlCl,f)ti5W^lMU«^#^R E 

5 m (n&ftitt) ^*^^-rsisasM^istw^.u { ^'i4ieas^# ("dims") 

(dysomnias) , #|iBi&W^ x #WtW«£^. UBS (BMBSB#M3t 



WO 2005/080348 PCT/JP2005/002670 

66 

■ 

25 (a) (i) i/y^y^m m?L&->yv ffsvyvf^ls, ^yy? 

y ?y*i/ (mcc-5 5 5) , t°^-^y^y^ v o^y^/y, b 

ni/y^y^ BRL4 9 6 5 3. CLX-0 9 2 1. 5-BTZDi) > RTfG 
W- 0207; LG-1 0 064 1, WLY- 3 0 0 5 1 2^(D^PPAR y 
YtWiM. (i i) ^7t^5y> ^ h7t/V$y, 7xy7^5^WD^^ 
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T1t4 VM. (i i i) 9 W^Sf^o V isWtitW&t— 1 B (PTP-1B) 

(iv) Tir h^^-y-^ K, ^n/i^/n^K, i?7^- If, ^y^V 

k, ^yt^K, ^y^y k, ^y^t°y k, ^v^9^b\ vv^<>^h\ 
5 3ti& (v) w-^y = KRTj«^^y = K^^n#^^y^= nm (vi) t 

y#c— /7^?^V-Q, CKD-711, MDL-25, 

6 3 7, MDL-7 3, 9 4 5, TOOR 1 4#<D&J# a —jTA'Zi *s VMJ&ftM 
WMW^M, (vi i) fV^^yK 6 8 

io #n# a-7-;7- tfpa^J, (vi ii) yy^yy k, ma-4166^d 
wtfcm&ffls (x) $^yy-/K wu-^y k-vk ^y^y k— /k <<#v* 

lp- loo, ;^7t'F\ ^y^yy 9*^5— a\ -<^^yy y^^o, 

y s - P r o-T y^, GLP-1 (73-7) Wis* V >> b n t°V) , 

glp-i (7-3 6) -nh 2 ) f ©^ot^y^y yjfwy^yyiM, (x 

i i ) J T- 5 0 1 , M7 7/^y 9^—J> (GW— 2 5 7 0/G 1 —2 6 2 5 

7 9) ^Pt^f77*y i»-iy^-^m, (x i i i ) MK-0 7 6 7, CLX- 

■ 

20 0 9 4 0, GW— 1 5 3 6, GW— 1 9 2 9 , GW— 2 4 3 3 , KRP — 2 9 7, 

■ 

L-796449, LR-9 OWS B 2 1 9 9 9 4 P P AR a/y ~M. 

YfWiM. (x i v) H©^ y^ y ylM#i^ (xv) vpAC2i/t7°^^ 

(b) (i) 3U7f7^y, ^Vt^l/A, 3l/7f*-/K ^^M^-^^r^ 
25 h 7 y© ^T^^f/VT $ 7 T^^/Viifr, C o 1 e s t i d (Sfiki&SD , L o. 
Ch o 1 e s t (&m$iM) , St/Qu e s t r a n ^$<D£ugmftm 

(i i) 7 y, 9'<X9'?-^, ' "7 ^ 

ZD— 4 5 2 2^C9#0#HMG-C o Ait5c@£l?f P&*3!], (i i i) HMG — Co 
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Ai/y^— fe'Sf^l, (iv) ;V3L^y L /l>m. j8 - h X T n — /K ^ 

U^^n— jW&mm$k (v) T-^^-<, ^^/Vv'^, KY5 0 5, 
SMP 7 9 7 f ^ 7 A - n i/^r n ^^7 ^l/fcf ( A C A T) 

Pl^J, (vi) JTT7 0 5, h/Vi? b°y N CP 5 3 2, 6 3 2, BAY 6 
3-2149, S C 5 9 1 , SC795 ^<£>#P# C E T P PJ.W&J, ( v i i ) * ? 

T^&m&m&mm. (v i i n ^n^-,^©^^^, a x > 

GW7 6 4 7. BM 170744, LY5 1 8 6 74, StJ^A t r o m i d (gfilc 

mm) , Lop i d w&mm) , xut r i c o r csftjsao m^^co-? ^ 

)\<WlWMW, ©^^PPARafftE (x) GW4 0 6 4, SR1 0 3 9 1 2f 
©Jll^FXRl't7^-*fa I- — (x i ) GW3 965,T9013137, 
MXTCO 1 7 9 6 2 8^DtLXRl/±7i?-, (x i i ) t^f7Vy©jlD 

t y m&f&mmM. (x i i i ) v--:/ • t^v^^^^^pi^j, 

(x i v) PPARS^f^il, (xv) BARI 1 4 5 3, SC4 3 5, PH 
A3 846 40, S 8 9 2 1 , AZD 7 7 0 Gm^Q^mn^Wm.^K^M, (x 
v i ) GW 5 0 15 16, RTJGW 5 9 0 7 3 5 ^£>#D# P P AR 5 ffWjM. ( x 
v i i ) hV ?A*Z V K^PIWJ, (x v i i i ) * fc° K, LAB 6 8 

7, MCP 3 4 6 0 8 6m<D£u% vy— A hV K$m5£ (MTTP) 

H.*£!J, (x i v) fe^T^U — ^, (xx) ;*^T l^^^i^y— ifPR$£iJ, 

(xx i) iSJtay tK^^W (LDL) ixir^^— ^3§#J, (x x i i) jfe/h 
^^^PJ.#^J, (xx i i i) 5 -L03U±FLAPPJ.#3!l, RXf (x x i v) ~T 

(c) (i) ^0/^!)K^ ^n/^Ti^K, i/^- n ^-j-^ K, M Kn 

tu^MM, :7V^~K, ^^^y^, 7nt$: K, RTfh;^^ K<D#n#/u— 



« 



WO 2005/080348 PCT/JP2005/002670 

69 

;n-;K y^^nn— zK t Ko-^ -^tftffn — zK ^y/hn-;K tfy K 
^p^V p- zK y^n— zK f^hn-/K f liyo-/K ^t/^^e 
5 zH£<7}#U# £ -T Kl-ty ^aSWM. (i i i)7Anv?t c y % 77^fy, 

^t°^ ^;i/f7^A, ^y^-^v^fc 0 ^ 7xn^t°y, #13^ zK 4^=7*?\? 

^/v^^tv, -*^t 4 y, — y/ui?\?i/^ — M/yiyfc°y. -e— t?fc°y, 
10 ^t°^. ^T^^^^^/w^^n^^/v-fy^^^^^/^^f^ (iv) ^tt7!J 

a\ # it* h -y y zk s^ifyy/K y^yyzK ^y^yyzK ^^-vyyy/K 

-f^^yzK niyy^y/K ^J^vyyy /K ^y-^yzK W!)9yK 7 

^yyzK ^yyK/y/K -<yy-KD7°y/K ^t—^jj/k ^t°^y°y/K 
y^yyzK h^^K^-^y/K SLt^yy^y^y/^o^^T^^^-^^iyy^ 

15 (ace) im&k (v) h y ^ $> k * Ky-y- hv^&x^^p k h 

y/K 7tyKMJ;K tA/^!J7 7h, AVE 7 6 8 8. ER4 0 3 0f©jlD 
gr^tt^y K-<^y— ^PJ-W^Js (v i ) T^y-feyy >\ A 3 0 8 1 6 5. &T>* 
Y.M6 2 8 9 9f ©jD#xy Kt U yft^tl, (v i i) kK7 7^y, ?u — i? 
y, ^y^ri/^K =x^~;UTsis=3— J^(DtU^ im^U^M (v i i i) # 

20 yft^^v, acyd-y-zyy y N -fzi^-y-zu-y y N u-y-z^yy. y^ h-y-zv^y, 
yy-ywyy % yzi' s; -y-zvy y % ^zv-y-zv^y. wexp-3i 37, fi 68 
2 8K, WRNH6 2 7 o^o^p|7y^7yyy i i yt^^-t^E (i 

x ) -y^i/n— zK Tc^y zUS.t^T^^^ z^#C0$D#^ a/flTKU 

■7-yy«f^ U) 7^y^», ^f^/K 7°7/y^ y-^y-yy, i-y-^ 

25 y->y s K^t^yy, -7-7 h t^yzK ^ > F7 ? wh i p 1 6 4 x .kxpxe 
no 1 o^^pir a lJIBrKg* (xi) D7x^-y-7y f7z=^^y, ^y- 
-^y, yzi^y^-yy, s^7y<yyf o$d# a 2f^fti, (x i i) TzH^ 

(d) (i) ^a^ir^y, yzi^^Hr^y. y ^ yyzi^ 5: y, yzy^^-y-^ 
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( i i ) GW3 206 5 9, 7^lf7 5 V, # jVT*-?? RXJ-/ 5: :7^^v^<£> 
#Q#NE (;/Vx^7!ly) 4feSHfr|&*3!K (i i i) JJ r (t/7-f 

v^fe^tf^fc) s SR-1 4 7 7 7 8 (t;7^Vyt7#tt) , BAY6 5-2 
5 5 2 0 (/W^/V-th) s WSLV3 1 9 (y/W<— tfc) , ^TJ^S^fFN o . 5, 
532, 237, 4, 973, 587, 5, 013, 837, 5, 081, 122, 

5, 112, 820, 5, 292, 736, 5, 624, 9 4 1M6, 0 2 8, 
0 8 4, RXFWO 96/33 1 59, WO 98/33765, WO 9 8/4 3 6 3 

6, WO 98/436 3 5, WOO 1/0 9 1 2 0, WO 01/96330, WO 
10 98/31227, WO 98/415 19, WO 98/3 706 1, WOO 0/1 

0 9 6 7, WO 00/1 0968, WO 9 7/29079, WO 99/02499, 
WOO 1/5 8 8 6 9, WOO 2/076949, WOO 1/6 4 6 3 2, WOO 
1/6 4 6 3 3, WO 03/006007, RTfWO 0 3/00788 7, &.IFE 
POfcBUNo. EP- 6 5 8 5 4 6 (Cli^^ixfC'fb'g-^I^^n^CB- 1 O&l^tT 

15 /-{is k- i i^-fe:^— ) &ffim/EL?mm. a v) woo 1/8733 5, r 

UWO 0 2/0 8 2 5 0 ^i5\,^xm^^titiM^0(Dtn^ ifuV ^tS#C^, (v) f- 
t^7 $ 3- (lH-^^/^-4-^f;V) 7°n tVl' N- (4 

^E-i/7 7^ GT 2 3 9 4 (^!)77y^) , WA3 3 1 4 4 0, RXfWO 0 2 

■ 

20 /l 5 9 0 5iZ.&\,^XM&£tl1tM#3. RUO- [3- 

— -iW) ~7xi/<J ;#/W^;><— Ml (K i e c — K ononowicz, K. 

et a 1 . , Pharmazie, 55:349 — 55 (2000)), fcV* y 
v^-a^f 5; 3 -U-fey^— J£fci3lJ(L azewska.D. et a 1 . , 

Pharmazie, 56:9 27-32 (2001)), 7 x. J >if^#: 

25 RXlMiMit^ %0 (Sasse, A. et a 1 . , A r c h . Pharm. (We 
inheim) 334 : 4 5-5 2 (2001) ) , ffl&N- 7x=;^/W^ — 
hUI(Reidemeister, S. et a 1 . , Pharmazie, 55: 
83 — 6 (2000) ) , ^TJ^d 5r*/7 r l^WIMfc (Sasse, A. et a 
1. , J.Med. Chem. , 43:3335-43 (2000)) ©JD#H3 
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(t^;?^H3) fetriI/S#il, (vi)T-2 2 6 2 9 6 (5feffl),SN 
P- 7 9 4 1 , RTPNO 0 1/8 2 9 2 4, WO 0 1/8 7 8 

3 4 , WO 02/05 1 80 9 , WO 0 2/0 6 2 4 5,WO 02/076929, 
WO 02/076947, WO 02/04433, WO 02/51809, WO 0 
5 2/083134, WO 02/094799, WO 03/004027, RXP B ^ 
#fFttJ0#-§- J P1322626 9fc|J|^£ft;fcI!g#<Z>fr#* 7 = ^— ftSg*/^ 
yi (MCH1R) fttfM. (vi i) MCH2R (/• 9 = ^*11*^ 

^y2R) f^H^/*^^, (vi i i) BIBP3226, 2- [1- ( 5 — ^ 
no-3-^r y^u fcVl^^^/Vtf;— yVT$y^^=/i^) if^T^y] — 6- 

10 [2- (5-31^^-4—^^/1^-1, 3-f7/-/l'-2-'f;V) ^^/V} —4 
-^l/^D/fy^y, BIBO3 3 04, LY- 3 5 7 8 9 7, CP-6719 
0 6 , RXfG 1-264879 A, #.tF7fcH#i*FN o. 6, 001, 836, Zfc-tF 
WO 96/14307, WO 01/23387, WO 99/5 1600, WO 0 1 
/ 8 5 6 9 0 , WO 0 1/ 85098, WO 01/85173, ^tWO 0 1/8 

15 9 5 2 8-ei^$tlfcS^l©^3#NPYl (ttg^^f KYY 1 ) S^H, (ix) 
L— 152, 804, GW— 5 6 9 1 8 0A, GW- 5 9 4 8 8 4 A, GW— 5 8 

7 0 8 1X, GW— 5 4 8 1 1 8X, FR2 3 5, 2 0 8, FR-2 2 6 9 2 8, 
FR240662, FR252384, 1 2 2 9 U 9 1 , GI— 264879 A, 
CGP 7 1 6 8 3A, LY-3 7 7 8 9 7, LY3 6 6 3 7 7, PD— 16017 

20 0, SR-120562A, SR-120819A, J CF — 10 4, RXfH 4 0 
• 9/22, RTfiXm&ffH o. 6, 140, 354, 6, 191, 160, 6, 2 
5 8, 8 3 7, 6, 3 1 3, 2 9 8, 6, 3 3 7, 3 3 2, 6, 3 2 9, 3 9 5, 
%lT$6, 3 4 0, 6 8 3 , ^@4#fFN o . 6, 326, 375, 6, 329, 39 
5, 6, 33 7, 332, 6, 335, 345, gfaW^MMFN o. EP-01010 

25 6 9 1, MP-0 1 0 4 4 9 7 0, RXfP C TgRM#3f UJK^MN o . WO 9 
7/1 9 6 8 2, WO 9 7/20820, WO 97/2082 1, WO 97/20 

8 2 2, WO 97/208 23, WO 98/270 6 3, WO 00/107409, 
WOO 0/1 8 57 14, WOO 0/185730, WOO 0/6 4 8 8 0, WO 
00/68197, WOO 0/6 9 8 4 9, WOO 1/0 9 1 2 0, WOO 1/1 
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4 3 7 6, WO 0 1/8 5 7 1 4, WO 01/85730. WO 01/07409, 
WO 01/02379, WO 01/23388, WO 01/23389, WO 0 1 
/ 4 4 2 0 1 , WO 01/62737, WO 01/62738, WO 0 1/091 

2 0, WOO 2/2 0 4 8 8, WOO 2/2 2 5 9 2, WOO 2/48152, W 
5 O02/4 9648St)WO0 2/0 94 789^Norman et al., 

J.Med. Chem. 43:4288-4312 (2000) \Z.%dM£ tlfelt'g- 
WD^NPY5 WS^f KYY5) tSttM. (x) te^x. t hl/T'fy (P 
EG-OB, Hoffman La R o c h e ) RTFB.&l&Z-s'- ft^/Vt 
:7°^V (r^^iytt) <D£u% U-y^l/m. ( x i ) ^fcS^fFN o . 5, 5 5 2, 
10 524, 5, 552, 523, 5, 5 52, 522, 5, 521, 2 8 3, 

C T HgM#fFN o . WO 9 6/2 3 5 1 3, WO 9 6/2 3 5 1 4, WO 9 6/2 

3 5 15, WO 96/23516, WO 96/235 1 7, WO 96/23518, 
WO 96/2351 9, RXfWO 96/23520 cD#D# U^^l^Wm^. ( x i 

i) -TfV^-y^ (Re vex ) , 3 — y h ^rv't/V M^Sf y V, -J- 

15 n^y^ ^t^W M^y^, JfrXFWO 0 0/2 1 5 0 9 tcM^^tLfc-fb^^O 
$n#^"t°^--f Yfflfcm. (xi i i) SB-334867 -A, RXfWO 0 1/9 
6 3 0 2, WO 01/68609, WO 02/51232, WO 02/5 1838, 
RTPWO 03/023561 K}&&£tLiZ{k&&<Dp&*l'*cS'>4g&M* (x i 
v) BR S3 Ofc'J^v'^W-fcy^ — y-Zf?47'Z) fmm. (xv) AR-R1 
20 5849,GI181771,J MV— 18 0, A- 7 1 3 7 8, A- 7 1 6 2 3, 
^tfSR146 13 1, Rt>'*i#rF5, 7 3 9, 1 0 6 \zMt£ £*l7bfb'g^<£>#Q 
#CCK-A (nl/^ b^—y-A) fiffiiaix (xvi) GI-181771 

7^y— ^^^7^y&) , sri4613i (•^/y^v'^-fe^^^h) , 

t'y^K M'PDl 7 0 2 9 2, PD149164 (77^^© ©JD^CN 

25 tf (zmmtm&mm?-) > (xv i n r^y^-r^ (i/^ny) , xr; 

WO 94/09 134, WO 98/22128, RXfWO 99/43813 X'fflTf; 
&tLtcikSy>)<Dilu£ CNTFWIMifc. (xv i i i ) NN7 0 3, ^tHJy, 
MK— 0 6 7 7, SM-1 3 0 6 8 6, CP-4 2 4, 3 9 1, L— 6 9 2, 4 2 
9WL-1 6 3, 2 5 5 , ;g.t^fcg#fFN o . 6, 3 5 8, 9 5 1 , 3eH4#fFI±J 
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INo. 2002/04919 6^2 002/022637. &tFWO 01/5 
6 5 9 2,&t£WO0 2/3 2 8 8 8 fc|H^$;h,fc^;ftk©fb^&©*ta# GH S 
^^/^^^{Sit^-feT 0 ^— ) frtfr^ (x i x) BVT9 3 3, DPCA37 

2 15, I K2 6 4, PNU2 2 3 9 4, WAY 161503. R - 1 0 6 5, ~Bl 
5 OTM 3 4 8, S-t^-e^H^ffN o. 3, 914, 250, RXPWO 0 2/3 6 5 

9 6. WO 02/48 1 24, WO 02/1 01 69, WO 01/66548, W 
002/441 5 2, WO 02/5 1 844, WO 0 2/4 0 4 5 6, RXfWO 0 
2/4 0 4 5 7X*m7F£tltC'{k'g-!%}<D}®% 5HT 2 c (i=rn b — >"Wr:7°^ — 2 c) 
flsftUg, (xx)Mc3r (^7/3^^3^^'-) f^ilE (x x i ) C 
10 HIR86036 (C h i r o n *±) '. ME - 1 0 1 4 2 , StME - 1 0 1 4 5 
(^^dr^.T) , 99/64002, WOO 0/7 4 6 7 9, WOO 1/ 

9 9 1 7 5 2, WO 01/74844, WO 01/70708. WO 01/703 

3 7, WOO 1/9 1 7 5 2. WOO 2/0 5 9 0 9 5 . WO 0 2/059 107. 
WO 02/059108. WO 02/059117. WO 02/12166. WO 

15 02/11715. WOO 2/12 17 8. WO 02/1 5909. WO 0 2/0 

6 8 3 8 7. WO 02/068388. WO 02/067869. WO 03/00 

7 9 4 9. RrjWOO 3/0 0 9 8 4 7 \Z.m?F&thfr'[kit%)<Dtn%M c 4 r (^7 
/ 3 ;Vfy4 UirtT 0 * — ) fcW)M. (x x i i ) iszfV , 7 (Meridia 

(MfcMO /Re d u c t i l (gfti&g;) ) X^Ol, M»fFNo. 
20 4, 7,4 6, 680. 4, 806, 570. %.T$ 5 , 4 3 6, 2 7 2. X t*#H4£ 
fRkl^No. 2002/0006964, BlZFWO 0 1/2 7 0 6 8, 2&tFWO 0 

1/6 2 3 4 l KM^£*xfoffr£%<^£n#*y7 5. ^S^SiM^J, (xxi i i) 

f^7x>7/V7^^ XWfeBMWHFN o . 6, 3 6 5, 6 3 

3. StWOO 1/2 7 0 6 0. S.IFWO0 1/162341 fcBB^^ftfc'fb-g-^J 
25 (7)#Q # ir cz h - VSS&PJL#3lJ. (xxiv)GLP-l ( =f^^^^^- K 
1 ) fNKl^g, (xxv) b t°7 ^ — h (Topimax (Sftj&ft) ) . ( x x v 
i ) -7 4 Y -7r—Mt^^0 5 7 (CP6 4 4, 673) , (xxvi i) AC C 2 

o A*/^>i^7-t*- 2) P1«J, (xxvi i i) AD 967 
7/TAK6 7 7 (TCB^/Sfeffl) , CL— 316, 243, SB418790, 
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BRL-3 7 344, L— 7 9 6 5 6 8. BMS— 1 9 6 0 8 5, BRL-3 5 1 
35 A. CGP12177A, B T A— 2 4 3, GW4 2 7 3 5 3, h UjJ K ]} >\ 
' ^*D7 114, WSR59 119A, M»MNo. 5, 7 0 5, 
5 1 5. 5fcS#ffP5, 4 5 1, 6 7 7, ItWOO 1/7 4 7 8 2, WO0 2/3 
5 2 8 9 7\tm^^ntci\:^^l(DfQ^ £ 3 ( 0 T K Wf- V l/^t&fc 3 ) ftW)M, (x 
x i x) DGAT 1 (^T^W^U-fen— ;l/7V^ h 7^7i 7—* 1) 
(xxx) DGAT 2 (i?7 U t P Wl'T ^ h 7 7 x 7 — ^ 2 ) |fi# 
#j, (x x x i ) t/H/=y&tfC 7 5 <£>#D# FAS Olglfeife^^^— £) ffi.«!L 
(x x x i i ) T*?^ V >, ^f^>7^ y >\ •p-fV't-X K '>!Jft7^ 

10 7K 7A!)/y, ->a^^5:K, n!)77^ S.t^i/^ 5 b <D 

JfllPDE O^^v^*^— ' m&&&> (x x x i i i ) KB- 2 6 1 1 (K 
a r o B i o BMSft) , RlFWO 0 2/1 5 8 4 5 XT* B J P 2 

00025619 O^M^^iL^b-^WiD^^Jft^/^^/Sf^lbSIx (xxx 
i v) -7j?^m, 4 - [(E) -2- (5, 6, 7, 8-7- h7t Kn-5, 5, 

15 8, 8-rh7^f^-2-t7^I/^;V) — 1 -^n-^/V] (TTN 
PB) , St;i/f7^yi, RlfWO 9 9/0 0 1 2 3 mBB^^*Lfc'fb-g'4fe©*P# 
UCP-1 (EM^V/^fl) , 2Xi4 3ffittM> (xxxv) del M 
ar — Grasa, M. et a 1 . , Obesity Research, 9: 
202-9 (2 001) KWiTF&thfcjrUjr-i ;\><— V a ^(Dfa^T^jV— 

20 hn^fy, (xxxvi) ^Vaa^fa^Kft^l, (xxxvii) BVT3 
498, BVT273 3, TOO 01/90091, WO 01/90090, W 

00 1/9 0 0 9 2\^mm&titzLfc&m<DtVL% 1 1 0HSD- 1 (ll-|3kFn 
^fo-T Kft KP^*t-W7l) P£$3U, (xxxvi i i) SCD- 

1 (7f7P^/>-CoAMP-fbi*-l) Plti, (xxxix) ^yn^fv 
25 > f77*y^b\ t°np 5?K, NVP — DPP 7 2 8, LAF 2 3 7, 

P93/01, TSL 2 2 5, TMC — 2 A/ 2 B/ 2 C , FE 9 9 9 0 1 1, P 
9 3 10 /K 364, VIP0177, SDZ2 7 4- 444, RXPWO 0 3/0 
0 4 4 9 8, WO 03/004496, EP1258476, WO 0 2/0 8 3 1 

2 8, WOO 2/06 2764, WOO 3/000250, WOO 3/0 0 2 5 3 
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0. WOO 3/0 0 2 5 3 l,WO0 3/0 0 2 5 5 3 , WO 0 3/002593, 
WOO 3/0 0 0 1 8 0, S-D^WOO 3/0 0 0 1 8 1 ^tlfc^t^-^XDttU^ 
^^.-f^JjXs^-zf^tf—M IV (D P - I V) mMM, (xxxx) fh7t Kn 
y -7*9 T^S (O r 1 i s t a t/X e n i c a 1 ) , h V h ^WR 

5 1 3 3 9, RHC8 0 2 6 7, y^^V, 7"Ti^^^, RTfii?=-^Jl"? J»^< 
V -7 =c V JV ]} Vlfefett^ F L — 3 8 6, WAY- 1 2 1 8 9 8, Bay-N-317 
6, /^7^ hy, ^f7^ J^<7^ b^A, ^^7^ h^B, MHC 
8 0 2 6 7, S.t5WO 0 1/7 7 094, SU^S^fFN o. 4, 598, 089, 
4, 4 5 2, 8 1 3, 5, 5 1 2, 5 6 5, 5, 3 9 1, 5 7 1, 5, 6 0 2, 1 
10 5 1, 4, 4 0 5, 6 4 4, 4, 1 8 9, 4 3 8, W4, 2 4 2, 4 5 3 

*fMtJK&m<oM y m^j, u x x x i ) mffimmm&wffl, u x x 

x i i ) htfc&RL&ftU (x x x x i i i ) ^ttSlia* 

(xxxxiv) y i/mmfamm^ftu (xxxx v) ix«w 

O 9 9/6 4 0 0 2&IKWO 0 0/7 4 6 7 9 9 {^fB^^tLfc-^tLbO^^^^O 
15 #7* 7/ ^A-^^f^ttj^, (xxxxvi) * 7 ^^Wfa~fc^^^fflrfiM, (xx 
x x v i i ) jfv — lsfflftM* (x x x x v i i i ) C C Kf^ftl, (xxxx i 
x ) n^fa fn 1:°:/— Sfetijtfvl^WNK, S-T/ (xxxxx) /fr^/fcv^;*^ 
T —if - 3 B ( P D E 3 B ) P1$^J^, <£> J: 5 J&fii|E»3lo 
-hffia^tp^rf*, 2M89B©lifiMllK:— o©t©»f f>f , 2W& : £ 

fit w mtt * ft & 3am 3 o 
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•^^^^ h/HiQu a t t r o I I ^ v^XftM) £/B^T^l^ ho 

5 ^yw-r^-^bfe (esi) -ciusbfco 

*Mll 

2 — ( h g ^^—4 — t e r t -^f^A'^^A'T $ 7 P^^r^/W) — 5 

1) m^/i^ 4— - 1 e r t — •? s $->VX.jiV-7 4 — 5 / n^^-tf-V^/V/J^v' 

. 4-<7" hv-^ h (1- 0g) <D h/^^MWi 

(5. OmL) 2-^f/l'-2-7 , P^/V7^y7U' (8 54mg) S 

15 (IV) rcf^v-K (3. OmL) IrffifiOi^ 7 0 "CC 1 B^P^P 

mmwvti 0 ^u^-m^u^m^ &mfc*<?mi- hv cs 5 4m g ) N 

^vV>T^^7-/V (5. OmL) ZMtL, 3 0^-ffiit^Lfc o ^^W-SSfn^: 

t 

(C- 3 0 0, : W^Wt=^^^= 1 : 2) -C^gf JftSH" 3 - 

20 £{££9, h7^frSr^^t Lr-^tpM-fb^ (1. 4 2 g) <H§fc 0 

2) 4— t e r t -/f /l/7;l/*^7 5: / vi^3c-y-Z/Jj jv£l/^<DM& 
±IE^at^l5fe-T?#fci^^/V' 4 - t e r t -7'f/V^;V'7 ^ =-jVT 5 7 ^ n^- 

^r^i3)Vif^^=7— Y (1. 0g) ^i&fb^l^^ (lOmL) fcfcJ&T.* 
^^ppia^J&«=Sfe (1. 2 5g) SrJ0x % ^ifi-C3^^#bfc 0 £• 

25 fiafpfiW7k2&rj««a^i^itoKT?^L, MtKM-t- h y 7at* 

«JETfc»«lL.fc 0 ii^>y7J7 i /V7J7A^nvf^77 (C-3 0 0, 
^MJ->- : ftlfct5vi,= l : 1) -C^BMfKi- 5 C 1 -t 0 > h7^M±^ 
£ L-T'^tr^vl' 4 — t e r t -~J*f-)V7,)\si$s=->VT $ y n^^l*-^/^ 
driy^— h (6 7 3mg) £r#fc 0 



• 

i 
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Z.<DiK&fa (4 5 5mg) Srp**/ — JV (1 OmL) }£^fl?U 1 NzfcgMfc**- h 

v $j*&mm ( 3 . 5mD «ri&n*.M.-e 1 6 wzmmw bfc„ s^m^^ u 

lNtt (3. 5mL) ^fnUteTMfL a^^rSt^^^-C'tttB L-fc 0 ^ 

5 £9. bT^tf^S^^J (413mg) &#fc 0 

3) 2— (h7^-4-t e r t-T'f/V^/V^/VT^y^n^^) — 

Jb|B^5t^"fe-C#fc 4 - t e r t — -f^;V^;V^s=^ ;VT 5; J jV 
(9 9mg) &t^4- f V 7;>tn^f;^l, 2-7x^1/^7^ (6 
10 6mg) ©DMFM (4. OmL) ^ % 1- (3-^f^75 77'ofcV^) - 
3 -oc^vio?7/V7}^>r 5 K • ( 8 7 m g ) ~BOJ 1 - 1 Kn^i/^yy MJ7 

y— )v oomg) tar* 1 6^p^#ufc 0 s^^^^^^^/^t^ 

15 -;\,) - 4 - t e r t -y^/^/V^^/l^T 5 7 u 1/ & 5 K£r 

^tft7 5 K^f fc. r©ft7$ KlCd-^^^bi; V (1. OmL) ^*Px.. 10 
0 *C-C 2 PtffiiPfM^ Lfc 0 ifipj©^ Vifcte V y^JiJIT^* U JSSSrftlft^ 

20 *?MMfr£4fe (4 8. 2mg) £r#fc 0 

1 HNMR (4 0 0MHz, CDC1 3 , 5 p p m) : 1. .6 8-1. 9 2 (2H, 
m), 2. 18-2. 40 (6H, m) , 3. 20-3. 48 ( 1 H, m) , 3. 
90-4. 10 (1H, m), 7. 48 (1H, d, J = 7. 6Hz) , 7. 61 
(1H, d, J = 7. 6Hz), 7. 82 (1H, s) ; -^J*;*^ h/V (E S I ) : 

25 4 0 4 (M+H) 

mmm 2 

2— ( h7V^-4 - t e r t -7WM-;V7^ / ^^ p^->/W -5 
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;vrb7y-;v-5-^^) — l, 2 -7i = i'^7 5: ^£fflv\ -tefi^JS^J 1 

1 HNMR (4 0 0MHz, CDC1 3 , 5ppm) : 1. 6 2 — 1. 9 0 (2H, 
5 m) , 2. 10 — 2. 56 (2H, m) , 2. 80*2. 98 (1H, m), 3. 
2 0-3. 4 0 (2H, m) , 3. 6 2-3. 8 0 (1H, m) , 4. 38 (3H, 
s) , 7. 65 (1H, d, J = 8. 0Hz) , 7. 98 (1H, d , J = 8. 0 
Hz), 8. 2 7 (1H, s ) ; ^T**^? f;> (ESI) : 4 1 8 (M+H) 

10 MMW 3 

2 — ( h Z V^-— 4 — t e r t — jVfc~/l'T ^ 7 P^=¥'>/W) — 5 

1, 2-7i^^7^^\ Ifittili 1 i i 5 tift^fe 
15 SrftBtLfc. 

'HNMR (400MHz, CD 3 OD, 5ppm) : 1. 38 ( 9 H, s) , 1. 
40 — 1. 62 (2H, m) , 1. 70-1. 84 (2H, m) , 2. 10-2. 
30 (4H, m) , 2. 80-2. 98 ( 1 H, m). , 4. 42-4. 98 (1H, 
m), 7. 22-7. 38 (1H, m) , 7. 3 8 — 7. 7 0 (6H, m) , 7. 
20 6 9 (1H, s) ;t^^WMESI) : 412 (M+H) 

^»!J4 

2 — (_LZ 4 — t e r t — Zf s ?-A'*A'&~A'T ^ 7 P^jrvvjTj — 5 

- (2-7/^P7xx;P) [4, 5-b] b°U ^yg>M 

25 4— h !J 7^0^^- 1 , 2-7x^l/y^7$y|ufit2, 3-77 5; 
7-6- (2-7/^D7x^) \f V S^*r/i!V\ fai-ZMMffll tW&<D35W;\Z- 

'HNMR (4 00MHz, CDC1 3 , 5 p p m) : 1. 10 — 1. 80 (4H, 
m) , 1. 41 (9H, s) , 2. 0 0-2. 3 0 (4H, m) , 2. 50-2. 



• ft 
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70 (1H, m), 3. 20-3. 40 (1H, m), 3. 69 (1H, s, J = 
8. 8Hz) , 7. 12-7. 44 (3H, m) , 7. 69 (1H, d, J = 8. 
4Hz) , 7. 8 2-8. 0 0 (1H, m) , 8. 05 ( 1 H, d , J = 8. 4H 
z) (ESI) : 431 (M + H) 

5 

mmw5 

8— (f7^-4-t e r t-^f^V^T^^P^^) —2 

io y-2- {2--7;v*w7=rL~ji>) fc°y $ v^^/bi^ tf&ramfefly 1 £ m^(D^m 

1 HNMR (4 0 OMH z, CDC1 3 , Sppm) :0. 82-1. 60 (13 H, 
m), 1. 92-2. 40 (4H, m) , 3. 20-3. 44 (2H, m) , 7. 
16-7. 40 (2H, m) , 7. 42-7. 60 ( 1 H, m), 8. 16 ( 1 H, 
15 t, J = 6. 0Hz) h/V (ESI) :4 3 2 (M+H) 

8 — (vO*. — 4 — t e r t — 'ff-A'^A'ifr—A'T % 7 ix/lx) — 2 — ( 2 

J_ ^ ,I L I , , I — I ■ 

20 4-MJ7^to^^-l, 2-7i = ^77^tfx.t4, 5—77 5 
7 — 2 — (2— 7A'tP7a=/l') IfH^t, ^-4-75;^n 
^^Ih^y^V^^rfflVNTWOO 1 3 7 8 2 6 |B*fe^l2^^ttfcmfe^ll 4 <£>^ 1 % 
$g2, f 4X©ttlo-C|lilLfc'>7>-4- t e r t -7*f ^^^*=^7 5 / */ 

'HNMR (4 0 0MHz, CDC1 3 , 5 p p m) : 1. 12-2. 14 (8H, 
m) , 1. 44 (9H, s) , 2. 8 2-3. 0 2 ( 1 H, m) , 3. 62-3. 
78 (1H, m), 5. 22-5. 42 (1H, m), 7. 02-7. 30 (2H, 
m), 7. 30-7. 50 (2H. m) , 7. 98-8. 10 ( 1 H, m) , 9. 



» 

■ a 
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11 (1H, s) ;V77^ (ESI) : 4 3 2 (M+H) 

■ MMm 7 

8— ( b "71/7. — 4 — t e r t — zf "f- ^ =- JVT $ J u^^-^/V) —2 
5 — (4-7/^P7x^V) ^y^COMja 

4-MJ7;^D^f/v-i, 2-7x^i/y^7?y(:|x:T4, 5-^75 

'HNMR (3 0 0MHz, DMSO-d 6 , 5 p p m) : 1. 27 (9H, s) , 
10 1. 3 4-1. 5 4 (2H, m) , 1. 5 4-1. 7 5 (2H, m) , 1. 82 — 
2. 28 (4H, m), 2. 70-2. 90 (1H, m), 3. 04-3. 40 (l 
H, m) , 6. 88 (1H, d, J = 8. 7Hz), 7. 25 — 7. 35 (2H, 
m), 8. 35-8. 49 (2H, m), 9. 02 (1H, s) ; -v****? V )V 
(ESI) : 4 3 2 (M+H) 

15 

8 — — t e r t ^ J is 9 p^^/P) — 2 — (4 

4 

4 - h V -7J\sJrx2* f-jls— 1 , 2-7x^ky^7>>'lufiT4, 5-i?7 5 
20 / - 2 — (4 -^yV^-n^^— /V) try^v^^i:, ^4-tert-T* 

1 HNMR (3 0 0MHz, CDC1 3 , 5 p p m) : 1. 6 2-2. 2 2 ( 8 H, 
m), 1. 51 (9H, s), 3. 00-3. 20 (1H, m), 3. 76 — 3. 
25 98 (1H, m), 5. 88-6. 08 (1H, m) , 7. 04-7. 20 (2H, 
m), 8. 34-8. 64 (2H, m), 8. 88 — 9. 10 ( 1 H, m) 
X^.? ^ (ESI) : 4 3 2 (M+H) 



WO 2005/080348 



PCT/JP2005/002670 



8— (h7>^-4-t e r t -^/^/^-^T^ p^->;1/) —2 



5 zmmvtz-o 

'HNMR (4 00MHz, CDC1 3 , 8 p p m) : 1. 14-1. 82 (4H, 
m) , 2. 0 0 — 2. 40 (4H, m) , 2. 6 0 — 2. 8 0 (1H, m) , 3. 
20 — 3. 40 (1H, m), 7. 38 — 7. 60 (3H, m), 8. 30 — 8. 
48 (2H, m) , 9. 11 (1H, s), 10. 6 ( 1 H, brs) ; -r^X^ 
10 ^^V (ESI) : 4 1 4 (M+H) 



8 — (->-;*— 4 — t e r t — -f^-jV^ /W/ft — )VT ^ J *S>7 n^^yy^) - 2-7i 
15 4-M)7;^n^f/v-i, 2-7i-^77; y|;fiT4, 5-v?75 

7-2-7^— 7^t°y s.iS^t^ -icfc, — 4— t e r t -7*f ;v^;v*=;v7 

* 

! HNMR (40 0MHz, CDC1 3 , 5 p p m) : 1. 2 0-2. 2 0 (8H, 
20 m),.2. 96 — 3. 14 ( 1 H, m) , 3. 62 — 3. 90 (1H, m), 7. 
38 — 7. 60 (3H, m), 8. 38-8. 60 (2H, m), 9. 07 (1H, 
s), 10. 3 (1H, brs) ; -^^^^ h/l- (ESI) : 4 1 4 (M + H) 



25 5— (2, 4 — *J-7 jVJirviy M —2— (f7y^-4-^y7°P b>^/W 
^-;V7;;-7^p^-7;V) ^$^7 [4, 5 — b] ¥ V i/^RTf^tDisx-M 




«!! 1 0 



HWJl 1 



r 

ft 

WO 2005/080348 PCT/JP2005/002670 

82 

^^WtRXf2, 3-v?7 5 / — 6 - (2, 4-^7/V^-t2^3i^yP) fc°!)^£^| 
JEM 1-3) ^^©^#T^-a-^$^ ^ b ^7 7 (^ttnrfvu 

5 1 HNMR (4 0 OMH z, CDC1 3 , 5 p p m) :0. 82 — 2. 22 (1 4 H, 

m), 2. 82-3. 30 (2H, m), 3. 60-3. 80 (1H, m), 4. 

80-5. 20 (1H, m) , 6. 82-7. 10 (2H, m) , 7. 60—7. 

70 (1H, m), 7. 80-8. 10(2H, m) ; ^ (ESI) : 

4 3 5 (M+H) 
10 Z/^-Vf O&fe&^fC) : 

1 HNMR (400MHz, CD C 1 3 , . 5 p pm) : 1. 60 — 2. 3 8 ( 1 4 H, 

m), 3. 00-3. 18 (1H, m), 3. 38 — 3. 56 (1H, m) , 3. 

72 — 3. 84 (1H, m) , 6. 08-6. 36 (1H, m), 6. 84-7. 

0 8 2 H, m) , 7. 83 (1H, d, J = 7. 2Hz) , 7. 91 (1H, dd, 
15 J = 8. 8Hz, 14. 8Hz) 8. 2 1 (1H, d, J=8. 8Hz) 

^ ^ (ESI) : 4 3 5 (M+H) 



HJfetfiJl 2 

= v^*jt 5 ^zm^^xmrnm 1-3) t mmt£&!fc*ft ?^t\z.&<o nh^z> 2 

- ( - 4 - Tv 5 K^>^ 0^^) -5-7^ ^/W^X-f ^ ffy—jV ( 7 

3. lmg) ©THF (4. OmL) k7k (1. OmL) (D^^Mm^. M7x 
25 =./Vfc7.7jl/ (7 2. Omg) ^*D^L> M.^lX 1 B#P B 1jl££L/fc 0 C©MS© 
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*HNMR (4 0 0MHz, CDC1 3 , 5ppm) : 1. 7 0-2. 2 0 (8H, 
m), 2. 98 — 3. 20 ( 1 H, m) , 3. 08 (3H, s) , 3. 62 — 3. 

90 (1H, m) , 5. 60-5. 80 (1H, m) , 7. 18-7. 82 (8H, 
m) (ESI) : 3 70 (M+H) 

5 

mmm 1 3 

5-7x — /U— 2 — ( f7^^-4 — p — hg;l/^;V»=;l/7$;^n^ 

1 HNMR (3 0 0MHz, CDC1 3 , 5 p p m) : 1. 2 2-1. 4 8 (2H, 
m) , 1. 48-1. 70 (2H, m) , 1. 70 — 1. 85 (2H, m) , 1. 
95-2. 10 (2H, m) , 2. 40 ( 3 H, s), 2. 75-3. 10 (2H, 
m), 7. 30-7. 80 (1 2H, m) ; -v^^^f h ;V (ESI) : 4 4 6 (M 
15 +H) 

mMm 1 4 

2— (->;*- 4 — ^ =?-jU^;Uyfr=.sU7 $ J is? — 5 — Z ^ —/V-P- 

xw $ y-j—jv<Dwm 

X HNMR (4 0 0MHz, CDC1 3 , 5 p p m) : 1. 6 0 — 2. 5 6 (8H, 
m), 2. 70-3. 00 (1H, m) , 2. 92 (3H, s), 3. 20-3. 
25 4 0 ( 1 H, m) , 7 . 18 — 7. 80 ( 8 H, m) ; (ESI) : 

3 7 0 (M+H) 

MMM 1 5 - 

5 - 7x^yV- 2 — 4 — p — hi) )V?.)Vfo=.)\sT / a-^^y/vl-) 



* 
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'HNMR (3 0 OMH z, -CDC 1 „ S p p m) : 1. 50-1. 69 (4H, 
5 m), 1. 80-2. 00 (2H, m), 2. 00-2. 20 (2H, m), 2. 
40 (3H, s) , 3. 15-3. 50 ( 2 H, m) , 7. 3 7-7. 5 9 (5H, 
m) , 7 . 6 8-7. 9 8 ( 7 H, m) ; -v**^? YjV (E S I ) : 4 4 6 (M 
+ H) 

io mt&m 1 6 

2 — { b 7 1/^ — 4 — (N — t e r t-y^7^=^7^) v"^ 

1) 4— (N-^ f^- t e r t -^7^#=A7 5 ;) v^n^ 

15 =c=f-;\s h7V7.-4-t e r t -/f ^T.;^^/? / n^t^^ 
i&*?*/J~-Y (8 2mg) ©DMFit (3. OmL) K 6 0 %7K^b^~ h V P J* 
(14mg) RXfatrfct'FA' (0. 0 2 5mL) £*Dx.. 0°CT'30^|»L 

20 Bifi^^^/— /V (0. 5mL) t£&#?U 1 NyfclMb^ K !> £ ^Zki&*£ (O. 5 
mL) SrJPx., 2 B#Wig# bfc„ M^#l§rlNSiT'+|Pt, ^no* 

2) 2— {Yyiy^—4— (N-^ f /l'- t e r t -/f/W;^-^ ; /) v- 

4- (N-^f/l'-ter t-T'WM-^T^;) ^ n^3f 

•U-^j&yi'jtf^'B&RtM -7x^u- 1 , 2 -7if l^^^T 5 :/£r/Bv\ 1 
-3) iPilcMft^t, 5>8i8EJi* n-^ (^nn^A^^y- 

^=10 : 1) T^it*t^i-^-<t^J:«5^M^#l^#fCo 



* 

M 
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1 HNMR (4 00MHz, CDC1 3 , 5 p p m) : 1. 39 (9H, s) , 1. 
70-1. 98 (4H, m) , 1. 98-2. 16 (2H, m), 2. 22 — 2. 
42 (2H, m) , 2. 80-3. 00 (1H, m) , 2. 89 (3H, s), 3. 
64 — 3. 86 (1H, m) , 7. 20-7. 80 (6H, m) , 7. 63 (2H, 
d, J = 7. 6Hz) ; -v .X .X ^ Y-jU (ESI) : 4 2 6 (M+H) 



mMm 1 7 

2 — (4 — t e r t —7?-j\sXA'ft=. t±T % J b°^D 1 — < /lQ — 5 ~7x 

10 1) 4-tert -^^^^7 ^ =/VT $7-1 — ^ h ^f-^^/^/J?^ /Vfc^< y i? 

=/Vtf-<y i^>--4-^-^^V> % HJfe^Jl-1) fcPI«6©SJt&£:?T 5 - fcfcLj; !9 

15 2) 1— VTy-4- (tert-yfW7^^7$;) tT-< y i?^<£>$SBt 
4 — t e r t —-^f-jV^/Vy^^jVT — ^ h ^^*/HJt=^/tf^ y 

(2. 5 g) 0 2-7'n/<;-/VS« (35mL) lc£i&"C;dc (3 5mL) jg.TJ?7X 
tffc^ y !7 ^ * 7kfn#l (11. 7g) Srjta*., 4B#^D^iS^bfc 0 KJSfcj&g-ife &• 
fflfcJ'&iJIIft, **g<B»<Sr£*U «^Sr«JET*3HlUfc 0 M^DMF (1 OmL) 
20 i^$L, ifiX*^b^7> (4 0 0mg) J&TJ h y xf;V7 5 ^ (1. 2mL) 

j*-?nmk, iffTiiifc. a^sr^y^y^^A^p^h^^^ (c-30 

0 , ^ P P Tfc^A : ^ ^ / — /U= 5 0:1) -ZftWfnMilr Z> £ t <fc «5 MHfc-g-lfe 
25 ( 2 5 0 m g ) &#fc 0 

3) 1—V7/-4- (tert-^f/WM^7 5 7) fcT-<!J i^OJKif 

1— i/7/- 4— (ter t-T'f/V^y^f^^) t'^U^y (6 0 m 
g ) cDi7 P PTjW-A^^ (0. 5mL) K^iST?.?* ^ ^ n Bifi^JMNfe (60mg) 
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5 £ t (c J: 9 XflM?&4fe (5 8m g ) £#fc„ 

4) 2- ( 4 - t e r t -^f /W/^-yl'T ^7 tX y ^y- l — ( jv) — 5- 

5 1 - isT 7 - 4 — (t e r t -^f /^/^^T? / ) fcT^y^ (2 2m g) 
<D h yl^ (lmL) \Z.A~-7^=- fr— 1, 2-7x-wy^7^y (2 0m 

g) XTM yMJ tr$rA h y h (2 Omg) £#0;U itf^ 1 3 O'CTrl 6 

10 W^teftyfrMM? v^r ys?=7Z7 (^na*/WA : ^^/-/P=l 5 : 1) Tr^gt^ 
Sl-fS-^^iU^JH-fb^ (12mg) £#fc 0 

J HNMR (400MHz, CDC1 3 , 5 p p m) : 1. 40 ( 9 H, s) , 1. 
50-1. 70 (2H, m) , 2. 00-2. 18 (2H, m), 3. 00 — 3. 
20 (2H, m) , 3. 3 8 — 3. 5 8 (1H, m) , 3. 96-4. 16 ( 2 H, 
15 m) , 4. 40 — 4. 58 ( 1 H, m) , 7. 18 — 7. 42 (3H, m) , 7. 
42-7. 62 (2H, m) ; ^r^^^ h/^ (ESI) : 4 1 3 (M+H) 



mMM 18 

2 — (4— tert — ^VWt/Vaft^KT ^ J fcV*jJ S?^- 1 -^VM - 5 — (2 

20 - ^ f/V7 b z ZrzZlm 5 — < /is) ^yX^f $ jvcomit 

4-7i-;v- i , 2 — 7x = yy^7^ y(cfit4-(2-7f^f N^y*— 

/v-5 — < >v) -l, 2— 7x=vyi?7^ ^&JEi\ ^fettHJfi^J l 7 £: W\W.<om. 

'HNMR (40 0MHz, CDC1 3 , 8 p p m) : 1. 5 2-1. 7 4 ( 2 H, 
25 m), 2. 08 — 2. 22 (2H, m), 3. 08 — 3. 20 ( 2 H, m) , 3. 
40-3. 60 (1H, m), 4. 04-4. 20 (2H, m), 4. 20-4. 
40 ( 1 H, m) , 4. 35 (3H, s), 7. 3 9 (lH.'d, J = 8. OHz), 
7. 84 (1H, d, J = 8. OHz), 8. 00 (1H, s) ; * *^<? h JV 
(ESI) : 4 1 9 (M+H) 
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mtfcm 1 9 

2- (3 -^f yyp b>^;l/»^/l/— - 3 , 7— *?T*F\£ls9 p [3. 3. 

5 l)2-(3-tert -/h 3f >>*/Wai?=^- - 3 , 7-^Tif tf->^ n [ 3 . 
3. 0] Hrff—l—JM -5-7x=^X>f ^y*— /POSSt 

3- t e r t-^h^>*/l'#^l'-^-3 l [3. 3. 
0] Hr9&1s (6 2mg) ©N-^f/Vfny Ky^i (0. 2mL) l£ 2 — ^ ci 

5-7^^/V-<^XV ^yy*— /V (34mg) 3r3JD;t % 150tX*4^i# 

(C-300, ^ uuftjUJ* : TH F = 4 : 1) X-frMffiMf Z> - £ i£ 
i 5 ^MikG-W ( 2 9 m g ) £r#fc 0 

2) 2- (i/^-3, 7 —5?TW$'?V2 [3. 3. 0] 3r?#—3—'{M —5 
-7x ~/V< l/X^f 5: ^i/— • &^^<^3& 

15 2- (3-t e r t — Z? b - 3 , 7 - *?TW*s9 P. [3. 

3. 0] *9 9—7 —4 fl>) - 5 - 7x-;^yX^ ^ ^y*-^ (26mg) \C 4 

N«aH~5?^-^^HR (lmL) Sr*D^L N MT? 1 B#fHJJ*#Ufc 0 K^M^Sr 

■ 

3) 2- (3 — t' V:7"p \fjV^jVi^=. jV— 3, 7 -i?T1? \f*/9 p [3. 3. 
20 0] — 7— - 5 -7x=;l"«yX^ $ 

2- 3, 7— v^Tiffv^P [3. 3. 0] — { JU) -5 — 

7x^/I/^yX-< $ • f (2 6mg) OTHFii^ (5mL) (C, 

25 ;V=1 0:1) T^gt^t-^r £ 0*flMfc-fr* (1 2mg) $r#fc 0 

'HNMR (3 0 0MHz, CDC1 3 , 5 p p m) : 1. 35 (6H, d, J = 6. 
7Hz), 3. 02-3. 28 (3H, m), 3.. 2 8-3. 45 (2H, m) , 
3. 4 5-3. 60 (2H, m) , 3. 60 — 3. 88 (4H, m) , 7. 20- 
7. 6 5 (8H, m) ; ^r^^^ (E S I ) : 4 3 9 (M + H) 



t 
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mmm 2 0 

2- (4-4 y7 p at°/l'7s/l'fc—;]s-i/X-4, 9 —VT^Mis? u T5. 3. 

5 3-t e r t-/h#^/Vjj-'-;V-^-3, 7 — i^TlFlf^n [3. 3. 
0] ^^ytfit4-t e r t-yh^f^/^;l'-^-4 > 9 — S^TlF 

ifv^n [5. 3. 0] fijis&m^ m^MMWi 9 1 mm&jjfeiz x v mmit 

1 HNMR (400MHz, CDC1 3 , 5 p p m) : 1. 8 0-2. 0 2 (4H, 
10 m) , 2. 60 — 2. 78 (2H, m) , 3. 10 — 3. 30 (3H, m), 3. 
30-3. 40 (2H, m), 3. 60-3. 78 (2H, m) , 3. 78-3. 
90 (2H, m) , 7. 2 0 — 7. 4 4 (5H, m) , 7. 44-7. 6 0 (3H, 
m) ;-7^^^ f/V (ESI) : 4 3 9 (M + H) 



15 mt&m 2 1 

2— ( 1 — J y^P \f;V^/V7^=.;V\f^ : 7 i/ls— 4 — O^) — /w<y 

• 3 - t e r t h^^M'^-^ - 3, 7 — i?T^\?*/# tr [3. 3. 
0] ?>^Wx-X 1 - t e r t h^rv^yi^— ;>t^7 v^^Jl^ flJUi 

20 19 1 mm<Djjm- «t 9 *sib^3:®Btbfc 0 

'HNMR (4 0 0MHz, CD 3 OD, 6 p p m) : 1. 34 ( 6 H, d , J=6. 
8Hz) , 3. 3 3-3. 4 0 ( 1 H, m) , 3. 4 9- 3. 5 3 (4H, m) , 
3. 61-3. 65 (4H, m) , 7. 27 ( 1 H, t, J = 7. 2Hz) , 7. 
32 (2H, s), 7. 40 (2H, t, J = 7. 6Hz), 7. 49 (1H, s), 
25 7. 5 9 (2H, d d , J = l. 2, 8. 4Hz) (ESI) : 

3 8 5 (M+H) 

^M&i 2 2 • 

8 - {1— ( 2 - ^ ^^^^^=/V7 ^ 7 7 x fc^^v^- 4 — f/W - 
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3-ter t-^h^^;^-/W-^-3, 7-^7flf^n [3. 3. 

* 

01 ^-^^^ic#^-c i — (2 - ^ W/v*=;v7 5 ; 7i=/v) tv^v^^ 

'HNMR (4 0 0MHz, CD 3 OD, 5 p p m) :3. 06 — 3. 12 (4H, 
m) , 3. 16 (3H, s) , 3. 9 0 — 3. 9 7 (4H, m) , 7. 15 — 7. 

2 5 (3H, in), 7. 32- 7. 37 (1H, m) , 7. 45 — 7. 55 (3H, 
m) , 8. 3 2-8. 3 5 (2H, m) , 8. 46 (1H, s) ; -r*^^? V/V 

10 (ESI) : 4 5 0 (M+H) 

MMM 2 3 

5 —-7zr.=-jV— 2 — {4— (N-7a=/l/^f;^^=^7^ ;) bXy^y 

- 1 — (M -^^XW $ ffy*— j\s<DWk 

15 3 - t e r t -7> ^ - 3 , 7—i?TW*s9u [3.. 3. 

J HNMR (4 0 0MHz, CDC1 3 , 5 p p m) .: 1. 57 (2H, d q , J = 
3. 9 Hz, 11. 9Hz), 1. 95-2! 05 (2H, m) , 2. 97 (3H, 
20 s) , . 3 . 05-3. 20 (2H, m) , 4. 10-4. 20 (2H, m) , 4. 
25-4. 40 (lH.m), 7. 30 — 7. 50 (10 H, m), 7. 47 (1 
H, s), 7. 50 — 7. 60 ( 2 H, m) ; hA* (ESI) : 4 4 7 

(M+H) 

25 ^M¥\ 2 4 

2- (4- (1. i-^= 3 ry-n 6 -^yf7/y^y-2-^;v) ^!)'^ 

1) 4- ( 3 - ^ n o 7n t>^yV*-;V7 5 / ) -1 ZV&frM i?l/(DM 

it 
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4 -7$ 7 - 1 ?y^^!Jv?y (4 0 Omg) ©^l— 7Vl^£ (1 OmL) 

}Cl0 o CT-^'fb3-^ v vzfT2s*l/*jV*~j>V (0. 2 6mL) Sr^P;! 3 L 

» 

fc„ ^H^^iffTiHt 5 i i T*^l{^!fe (6 7 8mg) Sr^fc 

2) 4- (i, i-v J ^y-n 6 -^yf7> ? !)^v-2 — r/v) - i -^^-^ 

4- (3— ^Do7nkVV^M^7 5;) -l-^y^i/fcxy^y (33 
Omg) ©THFii (5mL) ^^&T* 6 0 %7jc^L^ M) !7 -A ( 1 O 6 m g ) 

10 mm-tZ £ £ ( 2 5 2 m g ) £r#7fc 0 

3) 4- (1, 1 - ^y - 1 x 6 — r y f 7/y ^y- 2 --Y/v) t o ^y^i/o 
4- (1, 1 -i/^y- ix 6 — r yf7/!Jv?y-2-f/v) - 1 — ^vVv- 

tf^Ui/y (2 5 2mg) <D*$J— jV$g&L (5mL) 0 'C'C 2 O %fr&fcs* 

15 7*J9J» (10 Omg) ^riDX-s 7k^#ISMT> 5 H#P B m#bfc 0 SJfr^ 

«J £ Z>m-t 5itW5?9 AMI Sr B&5fe^ , ^ffiT^^i" 5ri "C^H-f b£^t& $r 

4) 2- {4- (i, i-v ! ^y-ii 6 -^yf7yyi>y-2 — rAO t°^y 

- 5--? 3L~jv— i— (4— ^ b^riy^^— yv^^Tjx^i yu) 

4- (i, i-^y-u 6 -^yf7/y-yy-2-f;v) txy^ (i 

3 6mg) <DT± h^h]) (3mL) 1— ( 4 — ^ h # rc^/W*^ 

As) -2-^oa-5-7i=/^yX'f^> f -/l' (3 4 Omg) ^TJ^-f 
y^n f/l'xf ;V7 ? y (0. 4 1mL) £r*P;t, ^i&T' 1 6 bfc 0 HJft 

T^jsiwKi-s rt^i!? mmik&m ( 1 5 7 m g ) £#fc„ 

5) 2- {4- (i, 1 -^y - 1 1 6 -^r y^ry* v 2 — two t°-<y 

^V- 1 — f/U} - 5 - 7 ^ =yw<>X-< 5: /KPjRSg 
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2- {4- (i, i — v^^r y— i x 6 — i T^y 2 — < >v) tf-sys? 

1 — ^f/V} — 5— 7x- 1— (4— Y^r\y-7 x.^.jV^;V^=. jV) ^<l/X 



4 5 (7 6mg) tr4N^^-^^^^ (1. 3mL) {; 



U 



7K (0. 1 3mL) «rJD*.fcfl, mffi.-?4 8B#|BMfc#US: 0 £ 1 N7K1 

5 ^AzK^-e^TO. Stxf/K'iWLfc. ^P»«Sr<&S3^!ft7K-^i»^ 

u iiTKa^hy !>at«, «jBET*snibfeo nm&ftwmmitrv^ h?? 



-7 m^3L^-jv : * ? J -JV= 2 0:1) X*ftfmnUirZ> ~ t t-«t «9 
5mg) £r#fc 0 



Kb-g^fe ( 1 



'HNMR (3 0 0MHz, CDC1 3 , 5 p p m) : 1. 7 9-1. 8 8 (2H, 
10 m), 1. 97 — 2. 05 (2H, m), 2. 26-2. 36 (2H, m), 3. 
10-3. 22 (6H, m), 3. 60-3. 67 ( 1 H, m) , 4. 11—4. 
17 (2H, m) , 7. 25-7. 43 (5H, m) , 7. 52 (1H, s), 7. 
5 5 8 (2H, d, J = 7. 3Hz) ;-777^ (ESI) : 3 9 7 (M + 



H) 



mm 1 

mmm i <o\Y&m 20. 0 g , 1 7 g s jM-t/na— * 8 0 g &iw>t 

C/?-A3. 0 g ^P^m-^-r-So ^^^Sfe^</^^bii:^7. 0mm, 1& 
20 ©ill 5 Omg W^J3 0 0 0^£r#3 o 



25 



— ^ (15 Omg) fcfcjjro-^T: 
1 (D\\^m 5 . Omg 



1 0 4. 2 5m g 



/I^H-fevl-'n— 2 0 . Omg 



W^7 7-ftWV2 0. Omg 
7t7!) >@?-^^:>?A0. 7 5mg 



wmm 2 



« 
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t Ka^^c tVPt/Pn-x 2 9 10 10. 8 g RTftfV =^f-U>^l) =» — 
/V60 00 2. lg^*tM*17 2. 5 ^\zMM\^t^M, is 2. 1 g 

• &#«u =*—■ 7^ i/ym&mmTZo smmM^tz-mmm 1 ©saw 2 5 0 
— m (1 5 5 m g ) fefc 9 <D^#m. 

m%\m 1 ^>^J 1 5 O m g 

t Kn^^yo t>t;Vn-X 2 9 1 0 3. 6mg 
10 #!)xf l/y^]Jn^6 0 0'0 0. 7mg 

—mt^-p^O. 7m g 



20 





!1X. 



1=1 



> IB' 



IS 



mft^^^uftML^Mft. mx-i-fmffi^ mmm, */««it, 



Aire* m^^t-^o— ^mmmtm vki&^m&Tm. ;H7yKn 



; ^m^mm&mm #^ ■, mum 



; JEtWfc 



an 



25 ^iM^»f5 ; ( ^ y * ? y * ; 11 HS B# K 

T/^=t— ^WsI&iSMWiM (metabolic syndrome; 

syndrome X) ; TAsV^-v-fc \ >hmX \ fefoMmlz ; % h V V "fe 
y RlfrSE ;{SHDL3^td — /HfeJm ; 00 x_ lXmfflM&'b$i& ( C H D ) ; M Jfa 



* 

I 



• • < 
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* 



i 



i 
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CD ¥E 



(1) — J85fc (I) 



R 



(I) 



H 



/Vj}wv2£ % Ig^T/V^*^*-^^^ -N (R 2 ) R^^^tl^Mt)! 

- q 1 - a r 1 x~m £ Z> S if ^ * 5 * -t 9 * ^ * ^ b T V ' X h * v ^ 



TA-^v-^ /NaWT/v^^^s &&.T/\'*?Aftts ®i7/v^;W/v* 



^{g^TA^AT 5 7 «TA#/^AX;&tfTy~Aga^ft5PJ: 



b ; EttftS; (El) 
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(E1) 



10 



<X> 



* 



(li-Q'-Ar 1 -C^$tL5^^-t-§^^^T?fc^l**^l|B«<^'fb^^ 
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(4) (E 1 0) 




(5) Etf5&5£ (Ell) 

R 4 R 4 
— N— N — (E11) 

(^rfc^T. R 4 i-i^.mW.^-. {S^X/v^/i-X, 77/v^SxaT!)-;vS^ 

(6) R^mwiTsv^/vmx&zmi^i^mwk-s-tfo, ^(Dmx^^^^ 

(7) 2— (h^^^— 4— t e r t — ;VT % J n^^^/l^) 

2 — ( h J 1/7*— 4 - t e r t — t/'tvV^/I^^KT 5 y 5^ n-^->vV) — 5 

- (2-^ ?yi/^ h 7 /v- 5 — r A-) -<VX-C 5 #-J— yK 

2— (h7^-4-t e r t-^f/W^^^/^a^WV) —5 

2— ( h7>^-4 — t e r t -7*f;V^/l/*=^7 $ / n^^fi/;>) —5 

- {2.--7)V0ru-7zc—;V) -f?^ [4, 5-b] f !J , 

8 — ( h7^-4- t e r t -7*f:/l'^/V*->'l'7 5: y *s9 v^^i/su) — 2 

- (2-7/i/tD7x^) yy>\ 

8— (iX^ — 4— t e r t — :7*5vKX/V/t?— /KT ^ y 2^ 'n^df —2 — (2 
8 — ( h7>^-4 — t e r t — 7*f /l'^yV*^/l'7 5: y tJ^^vvV-) — 2 
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- (4-7;l/*n7x-A') ZfV^, 

8- — e r t — zf^/VX/Vfr— ;VT 5; / n^3f - 2- (4 

3 _ ( =y ^^—4 — t e r t — ^fA'7A'*=;V7 5 7 a^^vvV) — 2 

5 /K7° V >\ 

8 - - 4 — t e r t — ^WA-*=;V7 5 7 n^dfvVl') -2-7x 

5 _ ( 2> 4-^7;^P7x^;V) -2- (h7y^-4-^y7"nh>^/V 
*^;V7 ^ 7 C4, 5-b] trjJ 5?^, 

10 5- (2, 4— 77;>tD7xn;>) —2- (i/7-4-^ y7nfc>7;^- 
/VT^^n^/l') [4, 5-b] t c y^y, 

2— ( f 7 - 4 - ^ ^ ; v 1 ^ o^^- ^ — 5— 7x=^ 

5 — 7^ -yl/— 2 — ( h =7 — 4 — p — h U /v^/^^T ^ 7 Is? P-~.3r-> 

15 /v) ^yX^$^y*-;K 

2- ^ - 4 - ^ ^7^/1'* =/V7 5 / o ^.^r - 5 -7x-;^y 
.5— T^rc^v-2— — 4 — p— h P /v^;v*-/l'7 5 / n^^i/;l/) 

20 2— 4— (N-^f/V-t e r t -7*W^*^7$y) 

2-(4— tert -7"W;V*^7 5 7 fcV*y i^V- 1 -^T/^) - 5— 7=. 

=MyX-f 5 ^ y *— /k 

2_( 4 -tert -yW;^^^^/ fcT-<y v?V- 1 — < /V) - 5 - ( 2 

25 -^^-j^t h?y—^- 5 — f ao ^yxy 5 ^y— /k 

2 _ (3--<y7 , P^MM^-y7-3, If n [3. 3. 

0] # — 7 —>( A*) — 5 -7x= /VO-XV ? /K 

2— (4 ->f 77n t>7v;i/*-/V-y7 - 4, 9— S^TlFtfv'^n [5. 3. 
0 ] t^TJ - - 5-7^ n/i^^X^T 5; ^ X— /K 



1 
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2— ( 1 —<4 y/n \?;V^A>~fc=.jv\f^=7 i/l/— 4 —4 /V) — 5 —-7z^~;\"<l/ 

x-r =• tf-s—A,^ 

8- {1— (2-^;^/toV7^/7i^) tr^7-^v— 4 — -OW — 
5 5-7^—^-2- {4— (N - 7 x=/M f ^/^^T ? / ) f^U^y 

2- {4- (i, l-v^^y-i x e -4 y^-ryv ^-2--(ju) t°^y-:y 

10 (8) — jftsfc (I) 



o 

R 1 — S 

II 

o 




(I) 



15 USTyV^/V^^JK-^t^^is -N (R 2 ) R 3 £ *L S TJ* 

t Kd^v'iSi&T/V^r/l^ C 3 -C 6 ^^ P7^/Wi, fi»7/^=/W. 



ItSIrt UTV^T % J: V \ 7 U -^SXtt^f o 7 D U ; Ar 2 tt^ 

25 ^^f/l/S, 7k^g % l&l&TJl' a ig® 7-/1^=1 dfv'S, {S^TVVdr/l/T 5; 



t 
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b ; EtiV&Z (E 1) 



N N 




N 



N 





R 4 
I 

N 
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(E1) 



<X> 



3Ui 



SHSC^. */u#=A«Xf*-N (R s ) -T* $tiSSSrI*U ; R^W;^ 



10 X&E<0&&^tfct£&l£<n%^k&&irZl^TA'*i'l'mt:&& 
15 (9) — ASSS (I) 



o 

R 1 — S 

II 

O 



-<XJ 



(I) 



N 
H 



TW^rA^ C 3 — C 9 is? d7/^/VI, ^aii7/V^H, tK^S. te^T^ 
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;yft~jV^ iSM7 ?V^rjV^)V^^jvHr^ri/^ — N (R 2 ) R 3 "C^ £ tLS^&t* 

- Q 1 - A r 1 "C^ £ tb 5 £ ^ & § i£ J; 9 51£R £ *l 6 fK&£ ^ b T v > X «t v * * 

« 

5 t Kn^i^ttT/V^S, C 3 - C 6 o TVV^/*^ ®ii7;V^- 

T/Wn^v'S, ^ni£jR7Vl'=»:¥*>'3k {St^TW^/I^;^, ffiftTVl^/W*/!"* 

i7/V*y^f^7 5 /SJSLTJ«-Q 2 -Ar 2 -C^£*L5S^b&3i¥ «fc <9 

L ; EfiffcrS (E l) 




(E1) 



(^{C&^T, R 4 f47k^i^^ <SJKT/W^r/V'S, 77/^IXIi7 V —fr^Z 
3fJS-?\ ^/U^-z^Xfi-N (R 5 ) £ ftS L ; R 1 ii«7;v=3f- 
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(1 o) (I) 

o K D 

10 T^/l'S, C 3 -C 9 ->^ P7/V^i, ^n<gjRT/V"3e-/V'^ 7K^?S. iS^T/U 

/1/*^;H N i&mT/l'5-;UX;]s&~;ua-3cZ/^ -N (R 2 ) R 3 t?^ ^tl^&RX^ 
-Q ] -Ar l T?*^*LSa6*»b*5#J: ^Si^frSg^&^bTV^&J;^ 

7^3*^1, ^ojgjRT/Va^^s 1^7^^/Vftl, MfcTA-dr/l^/l^ 
20 «SIS*^rbTV^Xt> iV\ TV — ^mXte— — /^&M#:V ; Ar 2 te^ 

/S. ^M7/^7$yS. Si7/^7^;HM7y — /I'Stf* £> £ i£ «fc 
0^£;h5ira£«: ; £"b"rv^ 1 t>J:v\ 7 !l -/HXS^f n 7 D 
25 b ; Efi&5£ (El) 



r 
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N 



N 
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(E1) 



n 0C n 



n QC n 



(rr(c*3V>"C. R 4 r±yJc*]gFK ffii7/v^/vS, Ty^^/UXftTP-^S^ 



■ 



